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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
NATIONAL HEALTH AND ENVIRONMENTAL EFFECTS RESEARCH LABOMTORY


HUMAN STUDIEs DlvlsIoN/EPIDEMIoLoGY & BIoMARKERS BRANCH


Research Triangle Park' NC 27711


OFFICE OF
RESEARCH AND OEVELOPMENT


MEMORANDUM


DATE: June 18,2004


SUBJECT: Request for EPA approval of aprotocol "Physiological changes in adults with
metabolic syndrome exposed to concentrated ultrafine Chapel Hill air particles."


FROM:


THRU:


TO:


Don Grafl Principal Investigator


Rebecca Calderon, Acting Director for the Human Studies Division
William McDonnell, Acting Director, NHEERL Human Research Protocol Office


Hal Zenick, Associate Director for Health
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Enclosed is the protocol package for EPA review and approval for a controlled human exposure


study of people with "metabolic syndrome" (i.e. overweight, high blood pressure, high
cholesterol, high blood lipids, but no clinical indication of cardiovascular disease) to


concentrated ambient air particles. The enclosed package includes the following:


NHEERL Human Research Sign-off Sheet
Study Justifi cation Document
NHEERL Fact Sheet
UNC IRB approval letter
Studyprotocol (in LINC IRB format)
Approved consent forms
Approved advertising and telephone script
Exposure dose calculations
Power calculation sunmary
Statistical analysis plan from biostatistician Dr. Paul Stewart
Human subj ects research education certifi cates


Peer reviewer comments by Mark Frampton and our response


Peer reviewer comments by Robert Brooke and our response


The study is a part of a collaborative research program between the Human Studies Division and


the University ofNorth Carolina's Center for Environmental Medicine, Asthma, and Lung
Biology (CEMALB). This study is designed to determine whether people who have risk factors


for developing diabetes already show evidence of enhanced sensitivity to PM as measured by
changes in the response of the peripheral vasculature. Since these changes usually begin with the


endothelial cells that line the blood vesselso this study will characteize PM-induced changes in
endothelial cell dysfunction by using ultrasound to measure changes in brachial artery diameter








following pollutant exposure. In addition, changes in vascular inflammation and heart rate


variability will be measured.








NHEERL HUMAN RESEARCH SIGN.OFF SHEET
Pl (Name/Division): Don Graff/IISD


pRoTocol, TITLE: physiological changes in adults with metabolic syndrome exposed to


concentrated ultrafine Chapel Hill air particles


NAME OF APPROVING IRB: UNC School of Medicine


IRB-ASSIGNED PROTOCOL NUMBER: GCRC #2067


REVIEWS (Attach to EPA Protocol Package)


Reviewer Name Date


Peer Reviewerl f\."r|. Fto^ofora,. rvlO -lq-oq


Peer Reviewer2 ?"a*+ Broo L- 14 D f-5-ot'{


Statistician ?a*l Slauanf . PhD l2- tt)-ai


Physician l^)orr,,n Ctacia /YlD ?7-oLl


Other


APPROVALS


Officitl Signature Date


Division Human Research Officer T',14'%il11& z/n/o4


Branch Chief @r'.U; hl*
IRB (Anach signed aPProval letter)


Division Quality Assurance Officer n,z"/a/2, 6/ro/ot


Division Director
T


{


NHEERL Human Research Protocol


Office Director
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NHEERL Associate Director
(for Health or Ecology)


EPA Human Subjects Research


Review Official








s'*Xh',


tYj
UNITED STATES ENVIRONMENTAL PROTECNON AGENCY


NATIONAL CENTER FOR ENVIRONMENTAL RESEARCH
WASHINGTON, DC 20460


sEP 1 4 2004


OFFICE OF
RESEARCH AND DB/ELOPMENT


MEMORANDLI}I


SUBJECT: Protection of Human Subjects Certification


FROM: PeterW. Preuss, Ph.D. A ,, A, -Director {\u\(\t u'00
National Center for Environmental Assessment (8601D)
EPA Human Subjects Research Review Official


TO: Harold Zenick,Ph.D.
Associate Director for Health, NHEERL (B 105-01)


I have reviewed this proposal and am satisfied that it complies with EPA Regulation
40 CFR 26 PROTECTION OF IIUMAII SIIBJECTS, and with EPA Order 1000.17, Change
A1, Policy and Procedures on Protection of Human Subjects.


EPA No:
/


husulg# 0445 /
APPLICANT: NHEERL. Univ. of North Carolina


PROJECT TITLE: Physiological Changes in Adults with Metabolic Syndrome Exposed to
Concentrated Utrafi,ne Chapel Hill Air Particles


PRINCIPAL
II\IVESTIGATOR: Don Graff, Ph.D.


PROJECT
OFFICER: Don Graff, Ph.D.


cc. McDonnell (MD-58B)
Graff (MD-58A)


Intetnet Address (URL) r http:/lr/ww.epa.gov
Recycled/Recyclabla o Prlnted wlih Vegatable Oil Basod Ink on 100% Poltconsumer, Procoi! Ghlorlne Ftre Recyclcd prper


zoota 0600s99202 xvd zt:gI gftL ro/tI/60
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY


National Health and Environmental Effects Research Laboratory
Research Triangle Park, NC 27711


OFFICE OF


August 17,2004


MEMORANDUM


SUBJECT: Approval for Human Research Protocol entitled: "Physiological Changes in Adults with


FROM:


TO:


THRU:


Metabolic Syndrome Exposed to Concentrated Ultrafine Chapel Hill Air Particles"
(GCRC#2O67\ 


\,/
Harold lnnick,Ph.D. K
Associate Director for palth, NHEERL (B 105-01 )


Peter Preuss, Ph.D. I
Director, NCEA (87fiR)


Roger S. Cortesi. Ph.D.
Peer Review Compliance Executive, NCER (8701R)


The subject protocol is attached for your review of compliance with Federal human research
ethics requirements. My staff and I believe that it complies fully with the Common Rule. If you have
any questions, please contact Dr. William McDonnell at (919) 966-6220. Thank you.


cc: Dr. McDonnell


Attachment









